or PTP1B. Similarly, western blot studies showed increased tyrosine phosphorylation of 48 SHP2 indicative of its activation. Concomitantly, EPEC infection decreased SERT tyrosine 49 phosphorylation levels. This was associated with increased interaction of SHP2 with SERT 50 as evidenced by co-immunoprecipitation studies. To examine whether SHP2 directly 51 influences SERT phosphorylation status or function, SHP2 cDNA plasmid constructs (wild 52 type, constitutively active or dominant negative) were overexpressed in Caco-2 cells by 53 Amaxa electroporation. In the cells overexpressing constitutively active SHP2, SERT 54 polypeptide showed complete loss of tyrosine phosphorylation. In addition, there was a 55 decrease in SERT function as measured by Na + Cl --sensitive 3 [H] 5-HT uptake and an 56 increase in association of SERT with SHP2 in Caco-2 cells expressing constitutively active 57 SHP2 compared to dominant negative SHP2. Our data demonstrate that intestinal SERT is 58 a target of SHP2 and reveal a novel mechanism by which a common food-borne pathogen 59 utilizes cellular SHP2 to inhibit SERT. 60
61

INTRODUCTION 65
Despite major advances in the treatments, diarrheal diseases cause more than 1.2 million 66 childhood deaths/year. Although oral rehydration therapy has significantly reduced 67 mortality from infectious diarrhea (33) ; more efficacious drugs are needed to reduce 68 morbidity and fluid loss associated with diarrhea caused by enteric infections. Thus, agents 69 that decrease intestinal fluid or ion secretion and/or increase absorption offer a number of 70 potential drug targets to treat diarrhea. Among these, serotonin (5-hydroxytryptamine, 5-71 HT) is an attractive candidate because it is a well-known secretagogue, reduces Na were transfected with wild type, constitutively active and dominant negative SHP2 132 constructs using Amaxa electroporation as previously described (10). Serotonin uptake 133 studies were performed in transfected Caco-2 cells as previously described (30) . To 134 determine the sodium dependency of serotonin uptake, Na Results were expressed as as mean ± SEM of 3 separate experiments performed on separate 175 occasion with control taken as 1. One-way ANOVA (Tukey) or student's t-test was used 176 for statistical analysis. P < 0.05 or less was considered statistically significant. 177
RESULTS
178
Activation of SHP2 by EPEC 179
Our previous studies demonstrated that EPEC-mediated inhibition of SERT in Caco-2 180 monolayers was dependent on the activation of protein tyrosine phosphatases (PTPase) 181 
